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PATENT 



Amendments to the Specification; 

Please replace paragraph which bridges pages 8 and 9 with the following 
replacement paragraph: 

Optimal alignment of sequences for comparison can be conducted, e.g., by the 
local homology algorithm of Smith & Waterman, Adv. Appl Math. '2:482 (1981), by the 
homology alignment algorithm of Needleman & Wunsch, J. Mol Biol 48:443 (1970), by the 
search for similarity method of Pearson & Lipman, Proc. Natl Acad. Sci. USA 85:2444 (1988), 
by computerized implementations of these algorithms (GAP, BESTFIT, FASTA, and TFASTA 
in the Wisconsin Genetics Software Package, Genetics Computer Group, 575 Science Dr., - 
Madison, WI), or by visual inspection (see generally Ausubel et al, supra). One example of 
algorithm that is suitable for determining percent sequence identity and sequence similarity is the 
BLAST algorithm, which is described in Altschul et al, J. Mol Biol 215:403-410 (1990). 
Software for performing BLAST analyses is publicly available through the National Center for 
Biotechnology Information (see the National Center for Biotechnology Information (NCBD web 
pageV fhttp^/www.ncbi.nlm.nih.gov/). Typically, default program parameters can be used to 
perform the sequence comparison, although customized parameters can also be used. For amino 
acid sequences, the BLASTP program uses as defaults a wordlength (W) of 3, an expectation (E) 
of 10, and the BLOSUM62 scoring matrix (see Henikoff & Henikoff, Proc. Natl Acad. Sci. USA 
89, 10915 (1989)) 

Please replace paragraph beginning at p. 21, line 32 with the following 
replacement paragraph: 

Humanized antibodies have variable region framework residues substantially 
from a human antibody (termed an acceptor antibody) and complementarity determining regions 
substantially from a mouse- antibody, (referred to as the donor immunoglobulin). S ee , Qu ee n e t 
e&^See , Queen et al, Proc. Natl Acad. Sci. USA 86:10029-10033 (1989) and WO 90/07861, US 
5,693,762, US 5,693,761, US 5,585,089, US 5,530,101 and Winter, US 5,225,539 (incorporated 
by reference in their entirety for all purposes). The constant region(s), if present, are also 
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substantially or entirely from a human immunoglobulin. The human variable domains are 
usually chosen from human antibodies whose framework sequences exhibit a high degree of 
sequence identity with the murine variable region domains from which the CDRs were derived. 
The heavy and light chain variable region framework residues can be derived from the same or 
different human antibody sequences. The human antibody sequences can be the sequences of 
naturally occurring human antibodies or can be consensus sequences of several human 
antibodies. See Carter et al., WO 92/22653. Certain amino acids from the human variable 
region framework residues are selected for substitution based on their possible influence on CDR 
conformation and/or binding to antigen. Investigation of such possible influences is by 
modeling, examination of the characteristics of the amino acids at particular locations, or 
empirical observation of the effects of substitution or mutagenesis of particular amino acids. 

Please replace paragraph beginning at p. 24, line 1 7 with the following 
replacement paragraph: 

Human antibodies against Ap can also be produced from non-human transgenic 
mammals having transgenes encoding at least a segment of the human immunoglobulin locus. 
Usually, the endogenous immunoglobulin locus of such transgenic mammals is functionally 
inactivated. Preferably, the segment of the human immunoglobulin locus includes unrearranged 
sequences of heavy and light chain components. Both inactivation of endogenous 
immunoglobulin genes and introduction of exogenous immunoglobulin genes can be achieved by 
targeted homologous recombination, or by introduction of YAC chromosomes. The transgenic 
mammals resulting from this process are capable of functionally rearranging the immunoglobulin 
component sequences, and expressing a repertoire of antibodies of various isotypes encoded by 
human immunoglobulin genes, without expressing endogenous immunoglobulin genes. The 
production and properties of mammals having these properties are described in detail by, e.g., 
Lonberg et al., WO 93/12227 (1993); WQ93/12227 (1993); US 5,877,397, US 5,874,299, US 
5,814,318, US 5,789,650, US 5,770,429, US 5,661,016, US 5,633,425, US 5,625,126, US 
5,569,825, US 5,545,806, Nature 148, 1547-1553 (1994), Nature Biotechnology 14, 826 (1996), 
Kucherlapati, WO 91/10741 (1991) (each of which is incorporated by reference in its entirety for 
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all purposes). Transgenic mice are particularly suitable. Anti-Ap antibodies are obtained by 
immunizing a transgenic nonhuman mammal, such as described by Lonberg or Kucherlapati, 
supra, with A(3 or a fragment thereof. Monoclonal antibodies are prepared by, e.g., fusing B- 
cells from such mammals to suitable myeloma cell lines using conventional Kohler-Milstein 
technology. Human polyclonal antibodies can also be provided in the form of serum from 
humans immunized with an immunogenic agent. Optionally, such polyclonal antibodies can be 
concentrated by affinity purification using Ap or other amyloid peptide as an affinity reagent. 

Please replace paragraph beginning at p. 38, line 32 with the following 
replacement paragraph: 

Immunogenic agents of the invention, such as peptides, are sometimes 
administered in combination with an adjuvant. A variety of adjuvants can be used in 
combination with a peptide, such as Ap, to elicit an immune response. Preferred adjuvants 
augment the intrinsic response to an immunogen without causing conformational changes in the 
immunogen that affect the qualitative form of the response. Preferred adjuvants include 
aluminum hydroxide and aluminum phosphate, 3 De-O-acylated monophosphoryl lipid A 
(MPL™) (see GB 222021 1 (RDBI ImmunoChem Research Inc., Hamilton, Montana, now part of 
Corixa). Stimulon™ QS-21 is a triterpene glycoside or saponin isolated from the bark of the 
Quillaja Saponaria Molina tree found in South America (see Kensil et al., in Vaccine Design: 
The Subunit and Adjuvant Approach (eds. Powell & Newman, Plenum Press, NY, 1995); US 
Patent No. 5,057,540), (Aquila BioPharmaceuticals, Framingham, MA). U S Pat e nt No. 
5,057,5 4 0),(Aquila BioPharmac e uticals, Framingham, MA). Other adjuvants are oil in water 
emulsions (such as squalene or peanut oil), optionally in combination with immune stimulants, 
such as monophosphoryl lipid A (see Stoute et al., AT. Engl 1 Med. 336, 86-91 (1997)). Another 
adjuvant is CpG ( WO 98/40100). Alternatively, Ap can be coupled to an adjuvant. However, 
such coupling should not substantially change the conformation of Ap so as to affect the nature 
of the immune response thereto. Adjuvants can be administered as a component of a therapeutic 
composition with an active agent or can be administered separately, before, concurrently with, or 
after administration of the therapeutic agent. 
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Please replace paragraph beginning at p. 41, line 10 with the following 
replacement paragraph: 

Pharmaceutical compositions can also include large, slowly metabolized 
macromolecules such as proteins, polysaccharides such as chitosan, polylactic acids, 
polyglycolic acids and copolymers (such as latex functionalized SEPHAROSE TM , s e pharoG e (TM), 
agarose, cellulose, and the like), polymeric amino acids, amino acid copolymers, and lipid 
aggregates (such as oil droplets or liposomes). Additionally, these carriers can function as 
immunostimulating agents (i.e., adjuvants). 
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